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Claims 

A serine protease inhibitor of formula (I) 



9v 



(I) 



wherein: 

R2 is a 5\or 6 membered aromatic carbon ring optionally 
interrupted by k nitrogen, oxygen or sulphur ring atom, 
10 optionally being ^substituted in the 3 and/or 4 position (in 
relation to the poM of attachement of X-X) by halo, nitro, 
thiol, haloalkoxy, hVirazido, alkylhydrazido , amino, cyano, 
haloalkyl, alkylthio, Vlkenyl, alkynyl, acylamino, tri or 
dif luoromethoxy, carboxy\. acyloxy, MeS02- or R^, or the 
15 substituents at the 3 or \ positions taken together form a 
fused ring which is a 5 or Ns membered carbocyclic or 
heterocyclic ring optionallyNsubstituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino\ hydrazido,* alkylthio, alkenyl, 
alkynyl or Ri j , and optionally Substituted in the position 
20 alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxV, halo, alkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoarkyl, alkoxy or alkylthio 
with the proviso that R 2 cannot be aminoisoquinolyl ; 

each X independently is a C, N, O oV S atom or a CO, 
25 CRi a , C(Ri a ) 2 or NRi a group, at least oneV being C, CO, CRi a 
or C(R la ) 2 ; 

each R^ a independently represents hydrogfen or hydroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl , alkoxyalkyl , 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbon\lamino , 
3 0 acyloxymethoxycarbonyl or alkylamino optionally substituted by 
hydroxy, alkylamino, alkoxy, oxo , aryl or cycloalky] 

Rl is as defined for Ri a , provided that Ri is no! 
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unsubstituted aminoalkyl; 

\ Y (the a-atom) is a nitrogen atom or a CR^k group; 
\cy is a saturated or unsaturated, mono or poly cyclic, 
homo or heterocyclic group, optionally substituted by groups 
R 3a or \3i x i; 

eacfi R3 a independently is Ri C / amino, halo, cyano, nitro, 
thiol, alkVlthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyl, Vetrazolyl, hydrazido, alkyl imidazolyl, thiazolyl, 
alkyl thiazolyi, alkyloxazolyl, oxazolyl , alkylsulphonamido, 
alkylaminosulpnonyl, amino sulphonyl , haloalkoxy, haloalkyl, a 
group of the foxWila -C (X 3 ) N (R 11 ) R 12 (wherein X 3 is O or S; 
and R 11 and R 12 ar^ independently selected from hydrogen, 
methyl or ethyl or together with the nitrogen atom to which 
they are attached fortaa pyrrol i din - 1 - yl , piperidin-l-yl or 
morpholino group) , or ^OCH20- which is bonded to two adjacent 
ring atoms in Cy; \ 

X± is a bond, O, NH o^r CH2 ; 

R 3 i is phenyl, pyridylNor pyrimidinyl optionally 
substituted by R3 a ; and \ 

R lb/ R lc and R lj are as defined for Ri a; 

L is an organic linker grou\ containing 1 to 5 backbone 
atoms selected from C, N, O and S,\or a branched alkyl or 
cyclic group; and \ 

Lp(D) n is of the formula: \ 

— X— (L a ) s MG) f (L b ) u \ 10 

in which: \ 

r is 1 or 2; \ 

X a is CH and Xb is N; \ 

s, t and u are each 0 or 1; \ 

L a and Lj^ are each independently selected fron\a single 

bond, C^O, O and NR^ e , in which R^ e is hydrogen or (IV 
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&C) alkyl ; 
\ G is (1-6C) alkanediyl ; and 
\ Rio is (l-6C)alkyl; (3 - 6C) cycloalkyl [which is 
unsubstituted or substituted by (1-6C) alkyl] ; indanyl; 
pyridyi ; tetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which JSyS unsubstituted or substituted by one or two R3 groups 
[wherein V3 is hydrogen, hydroxyl, alkoxy, alkyl (optionally 
subs ti tut eel by hydroxy, alkylamino, alkoxy, oxo, aryl or 
cycloalkyl) \ hydroxyalkyl (optionally substituted by hydroxy, 
alkylamino, alkoxy, oxo, aryl or cycloalkyl) , alkoxyalkyl, 
alkoxycarbonyl \ alkyl aminocarbonyl , alkoxycarbonyl amino , 
acyloxymethoxycaistoonyl , aminoalkyl (optionally substituted by 
hydroxy, alkylamiiio, alkoxy, oxo, aryl or cycloalkyl) , 
alkylamino (optionally substituted by hydroxy, alkylamino, 
alkoxy, oxo, aryl or ^cycloalkyl) , amino, halo, cyano, nitro, 
thiol, alkylthio, alkyjLsulphonyl , alkylsulphenyl, triazolyl, 
imidazolyl, tetrazolyl, Naydrazido, alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido, alkyl ammosulphonyl , amino sulphonyl , 
haloalkoxy, or haloalkyl]}, Wrrolinyl; or a group of formula: 

X c Xd R 11 

in which v is 1,2 or 3; one of X c akd is N and the other is 
CH or N (provided that when v is 1, Xfe* and X^ are not both N) ; 
and R n is hydrogen, (1-6C) alkyl or whan X3 is CH, hydroxy (1- 
6C) alkyl; provided that when t is 0, theVsum of s and u is 1; 
when Xfc is N, L a is a bond or C=0; when V; is N, is a bond 
or C=0; when Xb and X c are both N, t is 1; Nand when (L a ) s - 
(G) t -(Lb>u represents an alkyl group and X^ and X c both 
represent N, the alkyl group contains at least\two chain 
carbon atoms ; \ 

or R 10 is hydrogen and s, t and u are each 0S( 
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car the compound of formula (I) that is 4- {[4 
methoxybenzoyl-D, L- (2-trif luoromethylthiophenyl) - 
glycinylYaminomethyl } - 1- isopropylpipericiine ; 

or a physiologically- tolerable salt thereof. 

2. A serines protease inhibitor of formula (I): 



wherein: \ 

R2 is a 5 or 6 membered aromatic carbon ring optionally 
interrupted by a nitrogenX oxygen or sulphur ring atom, 
optionally being substituted in the 3 and/or 4 position (in 
relation to the point of attJachement of X-X) by halo, nitro, 
thiol, haloalkoxy, hydrazido, \alkylhydrazido, amino, cyano, 
haloalkyl, alkylthio, alkenyl, Vlkynyl, acylamino, tri or 
dif luoromethoxy, carboxy, acyloxyy. MeS0 2 - or R^, or the 
substituents at the 3 or 4 positions taken together form a 
fused ring which is a 5 or 6 membered carbocyclic or 
heterocyclic ring optionally substituted by halo, haloalkoxy, 
haloalkyl, cyano, nitro, amino, hydraza^do, alkylthio, alkenyl, 
alkynyl or R^ j , and optionally substituted in the position 
alpha to the X-X group (i.e. 6 position for a six membered 
aromatic ring etc) by amino, hydroxy, haloAalkyl, carboxy, 
alkoxycarbonyl , cyano, amido, aminoalkyl, alkoxy or alkylthio 
with the proviso that R 2 cannot be amino i soquifciolyl ; 

each X independently is a C, N, O or S atom, or a CO, 
CR la , C(Ri a ) 2 or NR la group, at least one X being\C, CO, CR la 
or C(R la ) 2 ; \ 

each Ri a independently represents hydrogen or hVdroxyl, 
alkoxy, alkyl, aminoalkyl, hydroxyalkyl , alkoxyalkyl, \ 
alkoxycarbonyl , alkylaminocarbonyl , alkoxycarbonylamino\ 
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cyloxymethoxycarbonyl or alkylamino optionally substituted by 
ydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl; 
\ Ri is as defined for Ri a/ provided that R^ is not 
stituted aminoalkyl; 
5 \y (the a- atom) is a nitrogen atom or a CR^b group; 

Cy is a saturated or unsaturated, mono or poly cyclic, 
homo obr heterocyclic group optionally substituted by groups 
R 3a or phenyl optionally substituted by R3 a ; 

each R3 a independently is Ri C / amino, halo, cyano, nitro, 
10 thiol, alukylthio, alkyl sulphonyl , alkylsulphenyl , triazolyl, 
imidazolyA, tetrazolyl, hydrazido, alkyl imidazolyl, 
thiazolyl , \alkyl thiazolyl , alkyl oxazolyl , oxazolyl , 
alkyl sulphonamido, alkyl aminosulphonyl , aminosulphonyl , 
haloalkoxy or haloalkyl; and 

R lb' R lc\ and R lj are as defined for Ri a; 

L is an organic linker group containing 1 to 5 backbone 
atoms selected from C, N, O and S, or a branched alkyl or 
cyclic group; an^ 

Lp(D) n is of\the formula: 



20 



in which: 



"X a X,— (L a )--(G) t -(L b ) u -R 10 



r is 1 or 2; 

X a is CH and is A; 

s, t and u are each o\or 1; 

25 L a and are each independently selected from a single 

bond, C=0, O and NRi e , in wh^ch R^e is hydrogen or (1- 
6C) alkyl; 



G is ( 1- 6C) alkanediyl; anc 
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J^IO is (1-6C) alkyl; (3 -6C) cycloalkyl [which is 
unsubstrituted or substituted by (1-6C) alkyl] ; indanyl; 
pyridyl ; Ntetrahydropyranyl ; tetrahydrothiopyranyl ; phenyl 
{which is xmsubstituted or substituted by one or two R3 groups 
[wherein R3 Ys hydrogen, hydroxyl, alkoxy, alkyl (optionally 
substituted byv hydroxy, alkylamino, alkoxy, oxo , aryl or 
cycloalkyl) , hyoroxyalkyl (optionally substituted by hydroxy, 
alkylamino, alkojqc, oxo, aryl or cycloalkyl), alkoxyalkyl, 
alkoxycarbonyl , alkVlaminocarbonyl , alkoxycarbonylamino , 
acyloxymethoxycarbonyl, aminoalkyl (optionally substituted by 
hydroxy, alkylamino, alJcoxy, oxo, aryl or cycloalkyl) , 
alkylamino (optionally substituted by hydroxy, alkylamino, 
alkoxy, oxo, aryl or cycloalkyl) , amino, halo, cyano, nitro, 
thiol , alkyl thio , alkyl sulphonyl , alkysulphenyl , triazolyl , 
imidazolyl, tetrazolyl, hydraVldo, alkyl imidazolyl, 
thiazolyl, alkyl thiazolyl, alkyl oxazolyl, oxazolyl, 
alkyl sulphonamido , alkylaminosulphonyl , aminosulphonyl , 
haloalkoxy or haloalkyl] } , pyrroliWl; or a group of formula: 




in which v is 1, 2 or 3; one of X c and X^ i)s N and the other 
is CH or N, provided that when v is 1, X c anckXd are not both 
N; and is hydrogen, (1-6C) alkyl or when X$\±s CH, 

hydroxy (1-6C) alkyl; provided that when t is 0, tfae sum of s 
and u is 1/ when X]-, is N, L a is a bond or C=0; when X c is N, 
Lb is a bond or C=0; when X^ and X c are both N, t ik 1; and 
when (L a ) s - (G) ( L b) u represents and alkyl group and Ab and X< 
both represent N, the alkyl group contains at least twcXchain 
carbon atoms, \ 

or a physiologically-tolerable salt thereof. \ 



3 . A serine protease inhibitor according to claim 1 or clai: 
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2, wherein R 3 is selected from hydrogen, hydroxyl, methoxy/ 
ethoxy, methyl, ethyl, propyl, 2 -propyl, butyl, 2-butyL/ t- 
butyl, pentyl, 2-pentyl, 3-pentyl, isopropylaminometftyl , 
dimethylamino -methyl , diethylaminomethyl , dimeth\j^minoethyl , 
5 acetyl , hydroxymethyl , hydroxyethyl , carboxy , >c?arboxy CI- 
SC) alkyl , methoxymethyl , methoxycarbonyl , e£noxycarbonyl , 
methyl aminocarbonyl , dimethyl aminocarbonyl , aminomethyl , 
aminocarbonyl , aminocarbonyl (1-5C) alk^l , methylamino, 
dimethylamino, ethylamino, f ormylatfiino, acetylamino, amino, 

10 fluoro, chloro, cyano, nitro, tXxLol, methyl thio, 

methyl sulphonyl , ethyl sulphptfiyl , isopropyl sulphonyl , 
methyl sulphenyl , 1 , 2 , 4-tr^azol-2-yl , 1, 2 , 4-triazol-4-yl, 1,2, 3- 
triazol-4-yl , 1, 3-imijiazol-l-yl, 1, 3-imidazol-4~yl , tetrazol-1- 
yl , tetrazol - 5 -yl ^/methylsulphonamido , ethylsulphonamido , 

15 propyl sulphonamiao , methylaminosulphonyl , ethylaminosulphonyl , 
propyl aminos^lphonyl , amino sulphonyl , 

trif luorojrfethoxy, trif luoromethyl and trichloromethyl . 



A compound according to any of claims 1 to 3 wherein r is 



20 



5 . A compo 
formula: 



according to claim 1 wherein Lp(D) n is of the 




25 wherein: 

q is 1 or 2; 

R s is hydrogen, MCH 2 )c"-\c' ~CHR e R f , or -CH 2 -CHR e Rf [c is 
0, 1 or 2; wherein R c is pyridw or phenyl (which phenyl may 
bear a fluoro, chloro, methyl, CQftfE^' SO2NH2, 
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methylaminosulphonyl , dimethylaminosulphonyl , 

me thylsulphonyl amino, methoxy or methyl sulphonyl substituent) 
and R e and Rf are independently hydrogen or Ci_3alkyl; or 
CHR e Rf is\/3-6C) cycloalkyl (which may bear a methyl, ethyl or 
hydroxymethyl substituent at the 3- or 4 -position, provided 
the substituent is not bonded to the CH group which is bonded 
to L), tetrahydrsopyranyl, tetrahydrothiopyranyl , pyrrolidinyl 
(which may bear a\l -methyl substituent) , piper idinyl (which 
may bear a l-methyl\substituent) (provided that the 
tetrahydropyranyl , tetvrahydrothiopyranyl , pyrrolidinyl and 
piperidinyl rings are not linked to the piperidin-1, 4-diyl 
group through a ring nitrogen atom or a ring carbon atom 
adjacent to a ring oxygen, ^lfur or nitrogen atom) or indan- 
2-yl] . 




-6rz — - ,A rompound according to any one of claims 1 to 5 wherein 
L is CONH, CH 2 NHCO, C0NHCH 2 , CONHCH 2 CH2~~^' (Mu ) m A 



7 . A serine protease inhibitor according to claim 2 wherein 
-L-Lp(D) n ia of the formula: 




wherein 

q is 1 or 2; 
s is 0 or 1; and 

R s is -(CH 2 ) C -R C , ~CHR e Rf , )$r - CH 2 - CHR e Rf [wherein c is 1 
or 2; R c is pyridyl or phenyl (whxWi phenyl may bear a fluoro, 
chloro, methyl, CONH 2 , S0 2 NH 2 , methyiaminosulphonyl , 
dimethylaminosulphonyl, methylsulphonyiamino, methoxy or 
methyl sulphonyl substituent) and R e and\f are independently 
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hydrogen oi\Ci_3alkyl ; or CHR e Rf is cyclopentyl (which may 
bear a methyrx ethyl or hydroxymethyl substituent at the 3- or 
4 -position) , cyclohexyl (which may bear a methyl, ethyl or 
hydroxymethyl subst^utent at the 3- or 4 -position) , 
5 tetrahydropyran-4-yl, u^trahydrothiopyran-4-yl , pyrrolidin-3 - 
yl (which may bear a 1-metiw-l substituent) , piperidin-4-yl 
(which may bear a 1 -methyl substituent) , or indan-2-yl] . 



?3» f 
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A compound according to any of claims 5 to 7 wherein q is 



9. ^compound according to claim 1 or claim 2 wherein Lp(D) n 
is selected from one of the following formulae: 



20 
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wherein tn represents 0 or 1 . 

10. A compound according to any of claims 5 to 7 wherein R s 
is selected from: ^hydrogen, methyl, ethyl, prop-2-yl, but-2- 
yl, pent-3-yl, hept\4-yl, cyclopentyl, cyclohexyl, 
cyclohexylmethyl , l-mfethylpiperidin-4-yl, tetrahydropyran-4- 
yl, tetrahydrothiopyraV-4-yl, phenyl, benzyl, pyrid-2-yl, 
pyrid-3-yl, pyrid-4-yl, Vyrid-3-ylmethyl, pyrid-4 -ylmethyl and 
indan-2-yl. \ 

11. A compound according to\any one of claims 1 to 10 wherein 
R2 is phenyl, thien-2-yl, napnthyl, indol-2-yl, indol-6-yl, 
benzo [b] furan-5-yl, benzo [b] thiophen-2-yl or benzimidazol-2-yl 
(each of which is optionally substituted as defined in claim 
1) . \ 

12 . A compound according to any one of claims 1 to 11 wherein 
optional substituents for R2 are selected from: 

fluoro, chloro, bromo, iodo, nitro, thioV dif luoromethoxy , 
trif luoromethoxy, hydra zido, methylhydrazi&o, amino, cyano, 
trif luoromethyl, methylthio, vinyl, ethynyl\ acetylamino, 
carboxy, acetoxy, hydroxy, methyl, ethyl, amido ( CONH2 ) , 
aminomethyl, methoxy and ethoxy. \ 

13 . A compound according to any one of claims 1 do 12 wherein 
R2 is selected from one of the formula (A r ) to (H l )\ 



WO 01/96303 



-179 - 



PCT/GB01/02551 



R 



14 



M3- 




W // 



(B>) 







(G 1 ) 




(H') 



wherein X4 is O or S, R^3 is selected^ f rotn hydrogen, 
fluoro, chloro or methyl and R14 is selected, from hydrogen, 
methyl, ethyl, fluoro, chloro, and methoxy ana, R15 is selected 
5 from hydrogen, methyl, fluoro, chloro and aminos 



14. A compound according to claims 1 to 13, wherein R2 is 4- 
methoxyphenyl , 3-amino-4-chlorophenyl, indol-2-yl, 5- 
chloroindol-2-yl, indol-6-yl, 3-chloroindol-6-yl or 3- 1 
10 methyl indol- 6 -yl . 



15, A compound according to any one of claims 1 to 14 wherer 
-X-X- is -CONH-. 
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A compound according to any one of claims 1 to 15 wherein 



Y is 



17. A compound according to any one of claims 1 to 16 wherein 
Cy is an optioneuSLv R3 a substituted: phenyl, pyridyl, thienyl, 
thiazolyl , naphthyl ^j^iperidinyl , f uranyl , pyrrolyl , 
isoxazolyl , isothiazolyl>s s Dyrazolyl , oxazolyl , imidazolyl , 
1,2,4- thiadiazolyl , 1,3,4-* th^diazolyl , pyrimidinyl , 
pridazinyl, quinolyl, isoguinoly>>. benzof uryl , benzothienyl or 
cycloalkyl group, or a phenyl group substituted by R3iX^ in 
which X± is a bond, O, NH or CH2 and R3i<s phenyl, pyridyl or 
pyrimidinyl optionally substituted by R3 a . 



18 . A compound according to any one of claims 1 toMv 
wherein Cy is an optionally R3 a substituted: phenyl, pyr^ 
thienyl, thiazolyl, naphthyl, piperidinyl or cycloalkyl 




ls9. A compound according to any one of claims 1 to 18 wherein 
R3 a 3^s selected from hydrogen, hydroxyl, alkoxy, alkyl 

(optionkily substituted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cycloalkyl) , aminoalkyl (optionally substituted by 
hydroxy, alkylaftsmo, alkoxy, oxo, aryl or cycloalkyl) , 
hydroxyalkyl (optiob^lly substituted by hydroxy, alkylamino, 
alkoxy, oxo, aryl or cy^sloalkyl/,/ alkoxyalkyl, alkoxycarbonyl , 
alkylaminocarbonyl , alkoxy^arboH^amino , alkylamino 

(optionally substituted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cycloalkyl), for amino, ha^, cyano, nitro, thiol, 
alkyl thio, alkyl sulphonyl , alkyl sulpheh^l , alkylsulphonamido, 
alkylaminosulphonyl , aminosulphonyl , haloai^coxy, haloalkyl, a 
group of the formula -C (X 3 ) N (R 11 ) R 12 (whereiri^X 3 ± s 0 or S; 
and R 11 and R 12 are independently selected from h^sfrogen, 
methyl or ethyl or together with the nitrogen atom toN^jhich 
they are attached form a pyrrolidin-l-yl, piperidin-l-yl o^" 
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^rpholino group) and -OCH2O- which is bonded to two adjacent 
rxncfxatoms in Cy. 



20. A compota^d according to any one of claims 1 to 19 wherein 
5 R3 a is selected rmn hydrogen, hydroxyl, alkoxy, alkyl 

(optionally substituted by hydroxy, alkylamino, alkoxy, oxo, 
aryl or cycloalkyl) , hydrba^yalkyl/ ^optionally substituted by 
hydroxy, alkylamino, alkoxy, OKP,L>kryl or cycloalkyl) , 
alkoxyalkyl , alkoxycarbonyl , alky^jiinocarbonyl , 

10 alkoxycarbonyl amino, alkylamino (optioh^lly substituted by 
hydroxy, alkylamino, alkoxy, oxo, aryl or cycloalkyl) , 
aminoalkyl (substituted by hydroxy, alkylamino^s^lkoxy, oxo, 
aryl or cycloalkyl), halo, cyano, nitro, thiol, allcy^hio, 
alkyl sulphonyl, alkyl sulphenyl, alkyl sulphonamido, 

15 alkylaminosulphonyl , aminosulphonyl , haloalkoxy and haloalk^i,. 



SsL . A compound according to any one of claims 1 to 19 wherein 
R 3aH® selected from hydrogen, hydroxyl, methoxy, ethoxy, 
methyl\ethyl , methyl aminomethyl , dimethylaminomethyl , 

2 0 hydroxymeb^yl , carboxy, methoxymethyl , methoxycarbonyl , 

ethoxycarbon^l , methylaminocarbonyl , dimethyl amino -carbonyl , 
aminomethyl , cokt^ , CH 2 CONH2 / acetylamino , 
methoxycarbonylamir*^, ethoxycarbonylamino , t- 
butoxycarbonylamino, aiaqlno, fluoro, chloro, bromo, cyano, 
25 nitro, thiol, methylthio\methyl sulphonyl , ethyl sulphonyl , 
methyl sulphenyl , methyl sulpWylamido , ethyl sulphonyl amido , 
methylaminosulphonyl , ethylam^psulphonyl , aminosulphonyl , 
trif luoromethoxy, trif luoromethyl\pyrrolidin-l-ylcarbonyl, 
piperidin-l-ylcarbonyl, morpholin-l-y^carbonyl and -0CH 2 0- 

3 0 (which is bonded to two adjacent ring aboms in Cy) . 



22. A compound according to any one of claims\l to 19 wherein 
R3 a is selected from hydrogen, hydroxyl, methoxy ^\ethoxy, 
methyl , ethyl , methylaminomethyl , dimethylaminometh} 
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rydroxymethyl , carboxy , methoxymethyl , methoxycarbonyl , 
ethoxycarbonyl , methylaminocarbonyl , dimethyl amino - carbonyl , 
amYnomethyl , CONH2 , CH2CONH2 , acetylamino , 
me tnoxy carbonyl amino, ethoxycarbonyl amino, t- 
butoxycarbonylamino, amino, fluoro, chloro, cyano, nitro, 
thiol\ methylthio, methyl sulphonyl, ethyl sulphonyl , 
methylBulphenyl , methylsulphonylamido, ethyl sulphonylami do, 
methylai^iinosulphonyl , ethylaminosulphonyl , aminosulphonyl , 
Dmethoxy and trif luoromethyl . 

23 . A compound according to any one of claims 1 to 22 wherein 
Cy is selected from: 

R m 



15 




R, 



or" 




N 



or 



wherein: 

X ! is selected from O, S 
X' 1 is selected from O and 



NMe; 
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is selected from O, S, NH and NMe ; 
is selected from hydrogen, amino and methyl; 
R 0 aSs selected from hydrogen, methyl, fluoro, chloro, 
trif luoromVthyl, methoxy, methyl thio, methyl sulphinyl and 
5 methyl sulphonyl; 

R m is selected from hydrogen, methyl, fluoro, chloro, 
trif luoromethyl\ methoxy, methylthio, methyl sulphinyl , 
methyl sulphonyl , >carboxy, methoxycarbonyl and a group of the 
formula -C (X 3 ) N (rA) R 12 (wherein X 3 is 0 or S and R 11 and R 12 
10 are independently selected from hydrogen, methyl or ethyl or 
together with the nitrogen atom to which they are attached 
form a pyrrol idin- 1 -y 1, V>iperidin-l-yl or morpholino group) ; 
Rp is selected from hydrogen and fluoro; or 
R 0 and R m or R m and Rp forms, an -OCH2O- group; or 
15 R Q and R m together with the ring to which they are attached 
form a 5 or 6 membered aryl or\heteroaryl ring (wherein the 
heteroary ring contains 1 or 2 K^teroatoms selected from 
nitrogen, oxygen and sulfur) ; 

one of R 0 i and R Q 2 is hydrogen\and the other is R Q ; 

20 

24, A compound according to any one o^, claims 1 to 19 wherein 
Cy is selected from phenyl, 2-chlorophenVl , 2-methoxyphenyl , 
4 - carbamoylphenyl , pyrid-2 -yl , pyrid- 3 -yl ,\ thien- 2 -yl , thien- 
3-yl, furan-2-yl, furan-3-yl , imidazol-2-yl\ thiazol-2-yl, 
25 thiazol-4-yl, thiazol-5-yl , naphthyl, isoquin^lin-5-yl, 

isoquinolin-8-yl, quinolin-4-yl, quinolin-5-yl,\and quinolin- 
8-yl. 



25. A compound as claimed in any one of Claims 1 td\24, in 
3 0 which the alpha atom in Y is carbon and has the conformation 
that would result from construction from a D-a-aminoacic 
NH 2~ CR lb ( C Y) -COOH where the NH 2 represents part of X-X 



26. A pharmaceutical composition, which comprises a compounc 
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C/frfcl/ - ^ g ^"Ip imed in any one of claims 1 t o 25 together with at least 
Qj^ one pharmaceutically acceptable cari- l<Bi. ur cxoipi ^nt - 




FU 



20 



27. A compound as claimed in any one of claims 1 to 
use in therapy. 




28. Use of a compoun^-^ars-^cl aimed in any one of claims 1 to 25 
for the maJiii^^rtJEure of a medicament for the treatment of a 

:ic disorder. 

29. A method of treatment of a human or non-human anima^body- 
to combat a thrombotic disorder, which^^ 

to said body an^£j£^G^bve^atnount of a compound as claimed in 



30. A pharmaceutical composition comprising a compound, 
claimed in any one of claims 1 to 25 for use jtsx--ct5tribat a 
thrombotic disorder. 

31. A compound of^Jofmula I as claimed in claim 1 and named 
in any oJ^fetteExamples herein, or a physiologically-tolerable 

thereof . 




